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2004 ^ 1 ^ 5 B 



i. -m^x^m%^M=f (tnf) ^i&^MBmm^mfrm, 



Hi: 



5 


a) 


SEQ NO: 




b) 


SEQ NO: 




c) 


SEQ NO: 




d) 


SEQ NO: 




e) 


SEQ NO: 


10 


f) 


SEQ NO: 




g) 


SEQ NO: 




h) 


SEQ NO: 




i) 


SEQ NO: 




j) 


SEQ NO: 


15 


k) 


SEQ NO: 




1) 


SEQ NO: 




m) 


SEQ NO: 




n) 


SEQ NO: 




o) 


SEQ NO: 


20 


P) 


SEQ NO: 




q) 


SEQ NO: 




r) 


SEQ NO: 




s) 


SEQ NO: 




t) 


SEQ NO: 


25 


u) 


SEQ NO: 




v) 


SEQ NO: 




w) 


SEQ NO: 




x) 


SEQ NO: 




y) 


SEQ NO: 


30 


z) 


SEQ NO: 




aa) 


SEQ NO: 



3 m^unm^m 
5 m^&imm&^m 

9 m^mmm^m 
12 m^&jmmmm 

15 m^&i%mmm 

16 m^Mmm&^m 

17 ffi^&jBMW&m 

is m^MBM&^m 
19 vf^Mmwim^m 

21 m^%w^m 

22 m^MBWi&^M 

23 ffi&ttmm&^m 

24 m^Mmmm^m 

25 m^mm.m^m 

26 m^MmWi&ftm. 

27 pn^mmm^m 



bb) SEQ NO: 28 Bf^WHIRft^®- 

2. ftJititfiJS* 1 JffifcttMMfc^Ktfai. ^« DNA frm RNA 
j^ij, 3M#fiE3E^#n£#J DNA SEQ NO: 1-18 ^ffJUMWTMft-^ 
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- \ T. A. -> C C. A' T .,*-~-T 

*>_ A. T. , u t* 

1 ' C .C-C-C 0-6-C r 

C C C - C - G A 

V-C-C F 30 T ^T-A' T 

40 T, ,T 

i n 



SEQ NO: 19-28 tfiftHM^VXTWi ft— . 
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V 



,20 



\ 



10 ^U-u- 
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c 
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A' 

20 C A 
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IV 



4. infcjpJM* l Jffi£ttSJfcl£&ttft&£tt&^?tl. 



7. immm&iffi&M^®^^®^^ 0 

10. ^WJ^f K 5. 6 j£ 10 JEJfr&W**^^ 



3 



^selex^, JAMummmm^mmnmm^ Twa 

^SS^ (Aptamer)o ^^BJ^^ff^^^^^iJ^tf^^iJ, 
Airt^iF^ES^a (hTNFa ) ^gni^^/^^B^^-fc/^^fitl— 

iisiJrrass+je+teimirf^ffl. sa&ge, u%%tem. &&&m. # 

20 $n: ^A^JxlM-|4^i5rife (RA), )lM&&&WMfe$z*fr%. (TRAX 

z^him. ^mitH^t:, j&m&mm.m& (sle) ^j^^-mi 

#T^irC TOT-a *^^*^ft€|MS»iS5:-CIVimor necrosis 

factor receptor family members in the immune system Immunology, 

1998,10:423— 434) 0 
25 BI£W£fl , ffi ; T 1 »*?&*0S*itt TNF (Treatment of 

rheumatoid arthritis: new therapeutic approaches with biological agents. 

Curr Drug Targets Immune Endocr Metabol Disord. 2001 May;l(l):45-65) 
US Johnson & Johnson MW. 

Mir ife Stiff 15 Infliximide ( Avakine;ReMicade) , ti^F 1998 1 1 R ±Tp"«, 
30 Infliximide % TNF &*BS6 WtK-££l#. ^@ Immunex £i=r]ffi£iiltt 

^-^7^M^tt^--p^:> ^PB1£JK&fl<l£r25 Etemercept(Embrel;Enbrel), 



1998 ^ 12 ^ ± TlToEternercept *J IgGI Fc Ix^M^S^TNF) 
S# p75 o (Etanerecept in rheumatoid arthritis. Expert opin 

Pharmacother.2001,2(7):1137~1148) (Psoriatic arthritis: the role of TNF 
inhibition and the effect of its inhibition with etanercept. Clin Exp 
Rheumatol. 2002 Nov-Dec;20(6 Suppl 28):S 116-21.) SMJI QMMltfJ 

i&mwLftT&i&tofT&> sajRW^«o#x 
sauk, ie^»fi^. mmmR^M&m, urn 

ll^J^iSffiBtX^illTPSflJo (What are the risks of biologic therapy in 
rheumatoid arthritis? An update on safety. J Rheumatol Suppl. 2002 
Sep;65:33-8.) 

^^IIifi)??iJ, fig DNA ^yij (NO: 1-18) RNA ^ij (NO: 

19-28), teams-. 

a) seq no: i m^mm^m-. 

b) SEQ NO: 2m^fo%Wfc%WLx 

c) SEQ NO: ZffiwfoUWfc&WLi 

d) SEQ NO: Affi^ttBM&^&i 

e) SEQ NO: 5 flp^ftj^Ig^®; 

f) SEQ NO: 6 ffi^tflBm&^M; 

g) SEQ NO: 7 #r^0«I^M; 

h) SEQ NO: 8^W|iMfi; 

i) SEQ NO: 9^^*^^^: 
j) SEQ NO: 10 j^lftl^M* 
k) SEQ NO: llJ^ttSIE&m*; 
1) SEQ NO: 12 ffi^M^m&^m: 



m) SEQ NO: 13 flp^WSJR&^K: 

n) SEQ NO: 14 JjFr^tfjSI^S* 

o) SEQ NO: 15 jfraffl&XSWK: 

p) SEQ NO: 16 J^WIP^^; 

q) SEQ NO: 17 J^WIj^l^K: 

r) SEQ NO: 18 ffi^MBW.& : WWi; 

s) SEQ NO: 19 gf^WUPiR^K: 

t) SEQ NO: 20 ffiTFtoBJUWffiWti 

u) SEQ NO: 21 #P3*W*JR$E : B : &; 

v> SEQ NO: 22 ffi^&l&M&'&Wli 

w) SEQ NO: 23 ^WSKS^K; 

x) SEQ NO: 24 ff^W^IK^^K; 

y) SEQ NO: 25 ffpFBjSSS&OTft: 

z) SEQ NO: 26 flr^fcjaESE&^K: 

aa) SEQ NO: 27 M^WH^^K: 

bb) SEQ NO: 28 ^^fi^S^^fr^o 

0fj£tfjSEQ NO: 1-18^7DNA^|J, ^WIUTW^— 

io 

: 20 i ' " ~ 

r . 1 "• - >,G-A~ r - _ 

i •■. t C A ij 

:- 1 /' \ ?-c-a A 

:-c-g T 40 t T - c 

• ■-rj-q C-30 T~A* 

40 t. T 



#n£#JSEQNO: 19-28 ^RNA0^iJ, JtcW^TWl£— 
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IV 



^mmmmmmm^mmmmm'?, selex jtmnm 
tibmrnm^m, -s^m^iiMg rna. j^dna. toidnao mm 

^tiit; ^n^fK, pj^^^ffl; &mm?^uw 



JKS^Kft^ffifrM. 50pM-lOnM , "lMHP^»*Ste 

ffim. jlifiT fifcfc'h^J 8-15KD, 'gW^fiSW 1KD)*D ScFv(25KD) 

^7 71 bp 3E^&o 

® 2 &3j* ELISA vil&i'Jillfi^-^ TNF WsSjfnij.SM^A OD450 

KHI, titg*** 1-18 fcffij&fiJW 18^-iSSW, l9*Sfi5(tRR 

TNF), 20 *BlttXtJ« 1 (5tcjbRtttt). 21 ^Rtt^flR 2 (JS^Mtt 

S 3 Dot-ELISA ^^iliiBfiTXt TNF fi^fPttoSsDNA i£ 
4^ig^, Sfe^®JS^ffitf5S, SssDNAS^T 10"Vg Ht. S 

S4^^[w]^^T^L929 ^HHfio (1) ^IES>fcfcSftJL929*ffl 
jfe; (2) *50%ttTNF^5EWaifl& (3) M/inASK-TNF 
*HJS£; (4) * 100%«TNF*5Efl<jaiJ!fi. 

©5 ^ ELISA fe^ilj l-Uf&JijfifeajWRNAjSSe^TNFWfl 

® 6 Dot blot &m RNA it@£^*f TNF tfj^Ptt , RNA TNF 
£h=T, ^+ MO^WfiSWlO^RNA^J. RNA Jf; 12 MB 

■fertm (5fcflPTNFa). 

17^1 RNA TNF ^+,1 



% marker,2-l 1 % RNA ^ TNF, 12 %E§tf& RNA ^ TNF, 13 % TNF„ 
a 8 % ELISA 1 W RNA -5 TNFa Wffrg-*W£*, ^4", 

1-10 10 ^RNAff^lJ; 11 ^7 RNA j^. 

9 9 M^T MTT^iiJ^|Wl##S6tJ^^ : e : ^#p D p^ TNFa 

5 <35L929aiftfl«i«^ffl, i-io37rna#p°p, ii ft^ttsxtt^ 

S 10 ^ RNase P$$? RNA 
^ 1. marker, 2.7M£$8ttiW RNA, 3-7.^»J^SjSt^ K 2> 4> 8> 
16 <h&tM#J RNAo 

10 

^Bj^0j*put»^T, *fVLft&ftm&*3&{i, 

^^ajAffi selex ■fr&mi&mmmvt&mmm?. *jc*m% 

"SELEX M £Jf "f&$fcS IR^SfiS^iStt, "(system evolution of ligands 
by exponential enrichment) i£3t^^o & ^ Ig^^K^E l£:0E# 

pcr riiffl^T-$&«c ^mmmmmm^m^^^mr 

i§Se^( Aptamer ) „ 1 990 , Tuerk f 0 Gold ffl SELEX ftfeffiife fcb T4 RNA 
25 1^ ^ I§ fft ill IE T » ( system evolution of ligands by exponential 
enrichment: RNA ligands to Bacteriophage T4 DNA Polymerase ,Tuerk C, 
Gold L. Science. Vol 249 505-510,1990) ftlJs Ellington ft Szostak 5tfit 

30 £EfltJJ3Z^j|y Ji: 0 (In vitro selection of RNA molecules that bind specific 
ligands. Nature. 1990 Aug 30;346(6287):8 18-22.) @ftu, H^BW^iH'ji 



rt^lt^^n^^lJjfiL^^^^I^^Io ( Nuclease-resistant nucleic acid 
ligands to vascular permeability factor/vascular endothelial growth factor. 
Chem Biol. 1995 Oct;2(10):683-95.)( Oligonucleotide inhibitors of human 
thrombin that bind distinct epitopes. J Mol Biol. 1997 Oct 
10;272(5):688-98.) Inhibition of receptor binding and VEGF-induced 
vascular permeability through interactions requiring the exon 7-encoded 
domain. J Biol Chem. 1998 Aug 7;273(32):20556-67) 

^ftW^mT SELEX DNA Hffll$&3ltt A *M Takara & 

n-s-jft, wjm%mfcBn, 40 ^raaewBiinjwj: 5'-gg g ag g acg 

atgtta (N40) aag aag act cgc aaga-3', J¥Wm^7 10 15 -10 £6 , 3\Vg I: 
5' -ggg agg acg atg tta-3 ' , 313^2: 5' -tct tgc gag tct tct t-3 \ 3I$J3: 
5 ' -taa tac gac tea eta ta-3 \ 'jlffl] 4: 5 ' -taa tac gac tea eta ta ggg agg acg 
atg tta-3 '» TNFa ^^-3&^ftJ^-, T7 #£r$f ^T^J^T Promega 

aw) , mlv m&MmmT Bioiab ^-wj , mmmmm^Hmmmm hatf 
^^Miiiipore^rwj, mM^mmmm-t^mm^- Qia gen &m , rmw 

ssdna utii&m& : &mm&i&j& — ► mm selex u^mum^m 
mmmm — ^ rm^Tww^^mmMm^m — ► smtt- 
i&nm — ► 12-15 &ffi&mm%%m-mmm^mmi — ► 

TX^gmm 1-4 % DNAm^^nm, ^m^^mm 

m. 

mmm 5-15 % rna mm^&jffim. , &feft±vn¥m&&i&mo 

mmm 1 : mwm^ tnf &&*g&&jmm? 
jti§DNA m 

mm^m \, p Mi^rm^ dna^.^js^ i u i pcr, 

/ £c ^/|Elife^Jn^'^^^^ (Binding buffer) (2X lMNaCl , 
40mMTrisCl, 2mMMgC12) 200 u 1, 95°C £tt 5min, £JC#f 5min ; Jp 
A lulTNF (lug/ul), 37lC»rff lh/5fflfctttfflt, Sfcffl PBS & 



JgJB 300ul SfcJft»Nft«*& (lOmMEDTA, 7M^*W^«}*|»7ft ), 
Z.#«E«llHli|fe DNA, ft±3*#j»*10ulf^«t«. affT-lfeWfaft. 
£*Jg;UfcffliS+, TNF, LU^#?lJM^«^n^fi<]*^ 

grmg, 12 

Wit 12 ft^ f pGEM T-i£#(Promega) 

PCR^mJESlo i£ lS^hSieT^K^JjaSEQIDNO: 1-18. 

ffl DNASYS v2.5 18 tMW?lltt«l£rag«I 



G - C - G 

;-g-c 

40 T, 



G^ _f 
T-A- t 



C 

7 

C _ 30 
T 



10 

1 



20 



x G A" ij' 

G-G-C T 



C-C-G 
40 k 



T ^T-A' T 



«#|J 3: DNA mZ^5 TNF g^P7J»J£ 
TNF WsSMfc^. 

1 . IgM ELISA: JB lug/ml TNF QM. 96 ?LH^t6; 1% BSA 37°C 

if ft 2 'jMlt: # 5' feia^<W*w DNA sk^ fttt#»BinA#?L 

37°c^w i /hHt; jqa 1:400 mmMmmftmitMmz&j&mmm 100 



Ul, 371C$MT 1 'h*t; 3taAffife«[«5tSfe, £$g#ft±i|^ OD450 
2. Dot-ELISA Jft^*fcJgW 5' t*iB±^fi<J&®-5 TNF Vl 

-a-, 37°c7x^ih 0 m~Ncmmfc&m?$^, #p a tnf mffiizmmf&m 

±, 37°CU^ 30min o IBDABlfe, WiSWflB^Hafcj M> PJtt 
XtRB^JflL^ge, *§IMLP!tS 3o ^4>, ssDNA 4ug /5, Mfe 
^Sft^Hita. ^ssDNA*^10- 6 ug B\f» 

10 JrWi^^P^J. 

£ tt* ij 4: itse^jsjn; tnf «tt wt&aa 

96 JLft^Rftf^W^jR L929 asjfi, WLJPA^ lug/ml ftjifeS 

mmu tnf rattanm-ar tnf m iug/mi 

PJ!tt*« I 2- lug/ml WttXfJfg 2 Rto&W&n 

15 lug/ml 24hJg^!SSaJi6M3M6tilffi. ffiMTT^J^fl&W 



^JSLPftS 4, A ^ jE^St^W L929 B 50%|£ TNF 

;fc?E#J*fflJ3&; C ^PA»-TNF M-£^&to*fflf&; D 3j 100%?£ TNF 

20 y£'|£, fg^ijTNF^TL929 4fflJ3e^^^fflo 

WT^^Jffl SELEX S^ft-^ TNF ##gS<£tfj RNA 

£»J5: #-^DNAj$rit^#'^T7B^ : ?6<J^DNAJ¥ 

3 I % 2 : 5 ' -tct tgc gag tct tct t-3 ' , 31^3: 5 ' -taa tacgac tea eta 
25 ta-3 ' %U 3 | 4: 5 ' -taa tac gac tea eta ta ggg agg acg atg tta-3 ' » JT±i #■ 

m dna m, vwpvsm Qiagen Amm&miAii&iMtis&Ti&ik. 
%mm6: mm tain rna /$ 

ftlnmol DNAftft-^Sttft. T7RNA^***IRNA||«I*!l*l*^jS, 
37°C0fWl'hBt, jjnARQ, DNAHlul. 37°C^Wl5^#o fc^/^jS 



7: rna tnf g Kg^^g 

InmolssRNA, 95°C^'|£ 5min, ^JC7X^ 5min, 1i\\K^^i&?WL 
(-^lmMMgCb »10mMDTTKlPBS^^)180 u 1 , #0 A 200pmol TNF , 
3 TC m W 30min jsiia^Jgl , PBS tt^^ , & tblttft Aft t= , ffl 300 u 1 
^I^^^V^^^ lOmM EDTA, 7M ^ltltt^lEr»P^), ZifflEiE 
vJeHi&RNA, /^tJ RNA S RT-PCR £&2tf£ DNA, ^VcBmiW 

ft^M, ^mm^y—umft. sibmiji^. jb4>* tnf, 

»W#£U-5 TNF MffiiSft^tt&Xtireg, 12 

£»J 8: ffl ELISA &SMS€f— $&|fifjftSiW RNA iggfi^ TNF WsSlfll^f 

& rt-pcr fi^^^iistf m?m 

ifi#J UTP -^^iB UTP1/2 iaffEHa. ffl 50 u 1TNF (lu g/ml) & 
titt> 4°C3i&, 100 u 1 l%BSA$$m, 37°C*P?W 1 'Mtt, #PA50u 1 
^*&*#tBW RNA, 37°C »W 1 /hHt, JtaAa*fttt*fc&gSISiBfi«J^ 
3&50nl, 37iC»Wl'JM#, iJJlAJ@5*&Sfe. J3Slf*l^lE ! Sfe^Jf| 0 

lis 5, mmffimftm&jmu, ss^rapa wg^ttitip, ss 
12^^, gr&«tt*wi#jq. 

Sil 12 $fcj?f g RT-PCR m& DNA, ^Jtg^PJ T 

I5ul DH5 a A^M, MfifeTO, ftRAtt. 

PCR^PBtt^fSi, m^*«t«rif>RttDNA, l^liit; DNA %)WM.> Mf 
titfM£fUKffir ssRNA, fflJT^Xfe^tta^-^TNFa fiHg^tt, 

^ra^^:Pi^f»o sw^^jsl seq id no: 19-28, ^#siio 
10 ^fl^^ma^f^tif 

m RNA structure tfcflrftffi RNA &J~m%ifo, ^WTMftft^ 
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lOOngTNFa inA^»«20ul, 37°C, 30min (tK^) , 
20 fflfll, 2%BSA£f|*|, 37°C!P?W 1 'hftt, *nA^Milft^@i^iS^l^n 
m (1: 400) 10ml, 37°C^W 1 /Mtf, JaA -iC^i^j&Mfeo *SJ! 
jAL^ 6o 10 ^ RNA #?iJ-5 TNFa W^IrIH^^, RNA 

^TiNFa RNAMH^I&Pfto 

s£M#J 12: ^"Jffl/li^^T^^iF^g^*^^^^-^ TNF ^^^#'tto 
25 ftl£»J 11 ^^h^^f^^S^S^RNA^S-C^ttSmin, 

ffi3t#K7K^ 5min, iPA^^J^^lOul, JpA0.2ul TNF , 37'C, 
30min(7jC/§ ), 5%^M^^/li^%»1c, l&A^i^fi!^ 
J*LITO 7„ /A%^||nT^jf ft, RNA 1-10 ^ TNF ^B^^^ 
Bm^o RNA ^ TNFa ?fc£±«JRJ»Jga*. 



n 



&jfittl3i m ELISA S W RNA 5 TNF a ftg-g-jgtt 

J^j TNF a 6<J^-^^'tt, JEPftS8. 10 RNA TNF a W^IMS 

ftjgg-g-, 6> 7, 8> 10-% TNF a £*MPfi>& 2 

X10 4 Bt (^lpg) i»*PHtt^*, RNAj^-^TNFa 3Egg£- 0 

£fll#J 14: SSfWffll*] TNF X* L929 *fflJJB#J3M£ftffl 

RNAlOOng 10%FBS. lug/ml ^g^K^PftJ 

RPMI1640 ^#36 3 mfflft, JsjtaA hTNF a , lOunito 37 

^|WJ±5S^T. MTTMfe, 570nmi!lOD<S<. 

M 9M^T^I^#PJ^fi < ]*^^ : S : ^#p a n^'TNFa ^L929lffl 

^mm i5: jfevt^ rna 

%L 250ngRNA itSfiT 7, 50 u 1 *27a&tfJ,«¥AJfiL7f . *n PBS 
*MK3j lOOuLM^LS 37°CzKv& 0 frSJ^/S/^ 1> 2, 4, 8, 16 

it 16 /hntftW 30%P$fl£. 

•&j&£#'J 16: RNA RNA 

250ngRNA itMS^ 7, #PA RNA ftffigg&Jftg^J 20 u g/ml , S 37 
'CzK^o ^J^jSZ^Sfl 1> 2> 4, 8> 16^0t^2Oul#a D p,^:il 

10. ^m^^jlt RNA ^tfc»£WifcJg RNA UW^tt;, TE^Kfll** RNA 
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<no> ^mmmmm&m^^mmmmm&mm 

<120> fflHWAJH l **flEH : ?fi5ttW*tt : a : R 

<160> 28 

<170> Patentln version 3.1 

<210> 1 

<211> 40 

<212> DNA 

<213> A 

<400> 1 

cgcgcgtaaa tcttcttctg ttaccctctc ttcatgtcgc 40 

<210> 2 

<211> 40 

<212> DNA 

<213> A 

<400> 2 

cgctggagga cgatgttaat tagaccgcaa ctacattgca 40 

<210> 3 

<211> 40 

<212> DNA 

<213> A 

<400> 3 

cgatctacgt ggtgactcat acgtgtcgat gtgcctttcc 40 



<210> 4 
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<211> 40 
<212> DNA 
<213> A 

<400> 4 

gcacactaag tttctacacg tctcgtcgcc ctctttgtgc 

<210> 5 
<211> 40 
<212> DNA 
<213> A 

<400> 5 

atggcgcagt cggcgacaat cactttggtt actattggcc 

<210> 6 

<211> 40 

<212> DNA 

<213> A 

<400> 6 

cggtgtcccg gcactttgat cgtcgacctg ttgtattgcc 

<210> 7 

<211> 40 

<212> DNA 

<213> A 

<400> 7 

ggcggggtct ctaaagtgtg ttatcatctg cttgttggcc 

<210> 8 

<211> 40 

<212> DNA 

<213> A 



14 



<400> 8 

cactgtaatc agaggctttt ttactctcgc tgcattccgg 40 

<210> 9 

<211> 40 

<212> DNA 

<213> A 

<400> 9 

gcccagcgtc cgacactaac tagtcgccaa acaatcagcc 

<210> 10 

<211> 40 

<212> DNA 

<213> A 

<400> 10 

tggcgagtat actcacaaac ctctcacagg aacctggggc 

<210> 11 

<211> 40 

<212> DNA 

<213> A 

<400> 11 

tgcacaccgg tgatttagcc tggcgtgctt caccttcacc 40 

<210> 12 

<211> 40 

<212> DNA 

<213> A 

<400> 12 

ccacgtctac acttacccct gtgacagcta tactcatcac 4 

15 



<210> 3 

<211> 40 

<212> DNA 

<213> A 



<400> 13 

ccccgccatg tgcttagtgc aataacgttc tcaccgcccc 

<210> 14 

<211> 40 

<212> DNA 

<213> A 

<400> 14 

cactgtttga cgtttcggat taaggagtcc gctcgcaccc 

<210> 15 

<211> 40 

<212> DNA 

<213> A 

<400> 15 

tcccatcaaa accaaatttc gggtctgctc tctctctgcc 



<210> 16 

<211> 40 

<212> DNA 

<213> A 



<400> 16 

tggggatgcg gtctgcctaa caacagggct tcacttaccc 



<210> 17 
<2ll> 40 



16 



<212> DNA 
<213> A 



<400> 17 

ccgacgtact cggtagacaa gtcccctgaa gtgtgacgcc 40 



<210> 18 

<211> 40 

<212> DNA 

<213> A 

<400> 18 

gcggccgata aggtctttcc aagcgaacga attgaaccgc 40 

<210> 19 

<211> 40 

<212> RNA 

<213> A 

<400> 19 

ggggcccaag acauacuagg cuggccaguc uauucuggug 40 

<210> 20 

<211> 40 

<212> RNA 

<213> A 

<400> 20 

aguaccacac acucaaucga gugcacggca aagcuuccgc 40 

<210> 21 

<211> 40 
<2 1 2> RNA 
<213> A 
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<400> 21 

gcacgaucua cgaugcucac cagaggagug caucuucccc 



<210> 22 

<211> 40 

<212> RNA 

<213> A 

<400> 22 

gcaacaucau caccgaaccc guauugaguc aauuugugau 

<210> 23 

<211> 40 

<212> RNA 

<213> A 

<400> 23 

gcguagcaaa cgcaccgcac aggcccgcgg cuaagcauuu 

<210> 24 

<211> 40 

<212> RNA 

<213> A 

<400> 24 

uccugcauga accuuuucuc cgcgcuucuu ggaccauaca 

<210> 25 

<211> 40 

<212> RNA 

<213> A 

<400> 25 

guucggcucc cccucauaga cuacuguuaa gccucgaggu 
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<210> 26 

<211> 40 

<212> RNA 

<213> A 

<400> 26 

gcauauaugc cuaauccaac aucgagucug gucauuacag 

<210> 27 

<211> 40 

<212> RNA 

<213> A 

<400> 27 

guacccgauc uggccguauu uugacgacau caacgugcgg 

<210> 28 

<211> 40 

<212> RNA 

<213> A 

<400> 28 

ccagggugua uccaaccaga acaacauacc cgacaaacgu 
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